Male spermatogenesis involves different genes regulating mitotic and meiotic cell divisions, as well as subsequent differentiation to mature spermatozoa.' Several reports, including consistent observation of microdeletions in infertile patients, have located a critical region on Yq. 2 Based on molecular results, the Y chromosome has been subdivided into seven deletion intervals and the spermatogenesis failure (azoospermia factor, AZF) locus assigned to interval 6 at band Yql 1.7 This latter region has been further subdivided into six subintervals (A, B, C, D, E, and F). 8 Three genes have been cloned from interval 6 6 of the Y chromosome using the STS-PCR approach. These loci represent a selection of STS primers from subintervals A-F. In detail, we analysed sY129, sYl30, sY131, sYl32, sYl34, and sYl64 (subinterval A); sY138, sYl43, and MK5 (subinterval B); sY139, sYl53, sY150, sYl52, and sY220 subintervals C, D, E, and F. The deletion of the DAZ gene in both cases supported a pathogenetic role of this gene in oligozoospermia as well. Vogt et al,1' using the same approach, found additional oligozoospermia patients with microdeletions in the distal interval 6, AZFc, a region of at least 500 kb, encompassing subintervals D, E, and F and including the DAZ and SPGY genes. We have argued that the oligozoospermia critical region is limited to subinterval E, outside the DAZ gene, based on the observation of an oligozoospermic patient with a microdeletion in this subinterval." In the present study, we found microdeletions of subinterval E in six of 50 patients with oligozoospermia. The seventh patient was deleted for sY147, whose map position is still debated between subintervals D and E.' 16 The discovery of a second patient with deleted sY147, associated with loss of sY272 which maps within interval E, supports physical mapping of sY147 to the proximal subinterval E. All patients retained the DAZ and RBM1 genes and only one had a deletion of SPGY. These data confirm our previous claim about the presence of an oligozoospermia critical region within subinterval E" and further narrow this critical region. The study and characterisation of this region and the identification of one or more genes within subinterval E will improve current understanding of the biological basis of oligozoospermia. Our results indicate that 14% of oligozoospermic patients have Y chromosome de novo microdeletions which are probably related to the disease. At present no evidence has been found for a different genotype-phenotype correlation. We conclude that STS-PCR is valuable for screening the microdeletions in interval 6 of the Y chromosome in patients with infertility of unknown origin.
